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NDA 50-542/S-005, S-010, S-011 FEB 27 l9gg

SmithKline Beecham Pharmaceuticals
Attention: Ms. Sharon W. Shapowal
One Franklin Plaza

P.O. Box 7929

Philadelphia, Pennsylvania 19101-7929

Dear Ms. Shapowal:

Please refer to your supplemental new drug applications dated January 17, 1990

(Supplement-005); November 11, 1994 (Supplement-010); and October 3, 1997, received

October 6, 1997 (Supplement-011), submitted under section 505(b) of the Federal Food, Prug,

and Cosmetic Act for Amoxil (amoxicillin) Capsules, Chewable Tablets, and Powder for Oral
Suspension.

We note that this application is subject to exception provisions of Section 125(d)(2) of Title 1
of the FDA Modernization Act of 1997.

We also refer to our approvable letters to Supplement-005, dated June 8, 1993; and March 11,
1996; and Supplement-010, dated January 6, 1997.

In addition, we refer to vour submissions to Supplement-005, dated February 10, 1995; and April
23, and July 30, 1997; and Supplement-010, dated April 23, and July 30, 1997.

Supplement-005 provides for changes to the DESCRIPTION, CLINICAL
PHARMACOLOGY, INDICATIONS AND USAGE, WARNINGS, PRECAUTIONS,
ADVERSE REACTIONS, DOSAGE AND ADMINISTRATION, and HOW SUPPLIED
sections of the labeling.

Supplement-010 provides for changes to the Microbiology subsection of the CLINICAL
PHARMACOLOGY section and the REFERENCES section of the labeling.

Supplement-011 provides for the addition of a new indication for Amoxil for use in combination
with lansoprazole (with or without clarithromycin) in patients with duodenal ulcer (defined as an
active ulcer or history of an ulcer within one year) 1o eradicate Helicobacter pylori and reduce
the risk of duodenal ulcer recurrence, The User Fee Goal Date for this supplement is October 6,
1998.

We have completed the review of these supplemental applications, including the submitted
draft labeling, and have concluded that adequate information has been presented to
demonstrate that the drug products are safe and effective for use as recommended in the draft
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labeling in the submissions dated February 26, 1998. Accordingly, these supplemental
applications are approved effective on the date of this letter.

-

The final printed labeling (FPL) must be identical to the draft labeling submitted on
February 26, 1998.

Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days
after it is printed. Please individually mount ten of the copies on heavy-weight paper or
similar material. For administrative purposes, this submission should be designated "FINAL
PRINTED LABELING" for approved supplemental NDAs 50-542/S-005, S-010, S-011.
Approval of this submission by FDA is not required before the labeling is used.

Should additional information relating to the safety and effectiveness of the drugs become
available, revision of that labeling may be required. *

In addition, please submit three copies of the introductory promotional material that you
propose to use for these products. All proposed materials should be submitted in draft or
mock—up form, not final print. Please submit one copy to this Division and two copies of both
the promotional material and the package insert directly to:

Food and Drug Administration

Division of Drug Marketing, Advertising and Communications, HED-40
5600 Fishers Lane

Rockville, Maryland 20857

Should a letter communicating important information about these drug products (i.e., a “Dear
Doctor” letter) be issued to physicians and others responsible for patient care, we request that
you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2

FDA

5600 Fishers Lane

Rockville, Maryland 20852-9787

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.
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If you have any questions, please contact Mr. Stephen T. Trostle, Re

Manager, at (301) 827-2125.

-

Sincerely yours,

/S/

Gary K. Chikami, M.D,

Director

Division of Anti-Infective Drug Products
Office of Drug Evaluation IV
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Center for Drug Evaluation and Research - |

P




e
Original NDA (50-542/S-005, S-010, S-011) For concurrence only:
HFD-520/Div. files HFD-520/C/PMS/IBona VI 02-3{7-75’
DISTRICT OFFICE pBoma

HFD‘—SZO/TL/MO/MAIbuerne}L%/J/zg /W
HFD-520/MO/MMakhene

HFD-520/TL/Micro/ASheldon % #§ 27 Ja¥

HFD-520/Micro/SAltaie S-S. Aaie 277 (/48

HFD-590/Micro/EBtrap Sk o~de

HFD-520/TL/Chem/DKatague AN 2/271/%5

HFD-520/Chem/AYu Y~ */27(98

HFD-520/TL/Pharm/ROsterberg K'S for RE0 02/27/9%
HFD-520/Pharm/KSeethaler XS 52/27/9 &

HFD-520/TL/Stat/DLin

HFD-880/TL/Biopharm/FPelsor &2 2/57 /44 ' -
HFD-880/Biopharm/HSun .
HFD-520/LGavrilovich (with labeling) .
HFD-002/ORM (with labeling)

HFD-104/Office Director

HFD-104/THassall (with labeling)

HFD-101/LCarter

HFD-830/0ONDC Division Director

HF-2/Medwatch (with labeling)

HFD-92/DDM-DIAB (with labeling)

HFD-40/DDMAC (with labeling)

HFD-613/0GD (with labeling)

HFD-735/DPE (with labeling) e

HFI-20/Press Office (with labeling) .;70H?
HFD-3520/RHPM/STrostle/ft/stt/02/26/98 \n50542ap.005

APPROVAL (AP/NDA 50-542/S-005, S-010, S-011)
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o irslis PRESCRIBING
=== 3 amoxicillin INFORMATION
=== capsules, powder for oral au166e6

suspension and chewable tablets
DESCRIPTION

Amoxn «@moxiciling is a Semisyninenc anulouc, an
ziilin. witn a oroad spectrum of bactenciaal actvity aga.
vositive and gram-negative MICICOIGanisms. Chermic
AMINo-C-nyaroxvbenzvl ceniciilin rinvdrate.
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Amoxil cansuies, tablets and powder for orai suspensic- :-s Atenced
for cral aarmmistration.

Capsutes: Zach Amoxil capsule, with royal blue opacLe
9pague 20ay. contains 250 mg or 500 mg amoxicillin as
The cap and body of the 250 mg capsuie is imonnted v
name AMOXIL and 250; 500 mg—AMOXIL and 500.
ents: D&C Red No. 28, FD&C Siue No. 1, FD&C Rea Nc. 25, zelaun,
magnestum stearate and titanium dioxide.

Tablets: £acn oval, pink, cherry-banana-peopermint-tiay
<ontains 125 mg or 250 mg amoxiciilin as the wihydrats. taplets
are imornnted with the product name AMOXIL on one s 125¢r
250 on ine other side. Inactive ingredients: citric ac:a, scr starcn,
FD&C Red No. 40, flavorings, giycine, mannno!, magnes..— siearate,
3accharin sodium, silica gel and sucrose.

Oral Suspension: Each 5 mL of reconstituted SUSDeNsicn contamns
125 mg or 250 mg amoxiciflin as the tritvdrate.
Pediatric Orops for Oral Suspension: Each mL of
Suspension contains 50 mg amoxiciilin as the rihydrate
Amoxiciilin winydrate for orai suspension 125 mg/5 mi
Uteq) 1s a strawoerry-flavorea pink suspension; the 250 —
30 mg/mL is a bubble-gum-flavored pink suspension. :
ents: FD&C Red No. 3, flavonngs, silica gel. sociu
sodium citrate. sucrose and xanthan gum.

ACTIONS

PHARMACOLOGY

Amoxiciliin is stable in the presence of gastne acid anc mav Se given
without regard to meals. it is rapidly absorbeqa after crai zcmunistra-
ton. it diffuses readily into most body tissues and fluics. At the
axception of dran and spinal fluid, except when nnges are
nflamec. The half-life of amoxicillin is 613 minutes. ‘.icst of the
amoxicilin 1s axcreted unchanged in the urine: its excrenon can de
aelaved ov concurrent administration of progenecia. ~Ar-oxiciiin is
not hignly orotein-bound. in blood serum, amoxicillin is accroximateiv
20% orotem-oound as compared to 60% for penicillin .

Oraily aoministered doses of 250 mg and 500 mg amoxiciiin capsuies
Tesutt in average peak blood ievels 1 to 2 hours after zaminisuration
in the range of 3.5 meg/mL. 10 5.0 meg/mi and 5.5 megmt 10 7.5
MCg/mL, resoectively.

Jraly acmumstered doses of amoxicillin suspension 123 mgS mL
2na 250 mg/5 mL resuitin average peak blood leveis 1 10 2 ~gurs after
administration = the range cf 1.5 meg/mL 10 3.0 meg/mL and 3.5
mcg/mu ¢ mcg/mL, espectively. Amoxicillin Cheweas:e ariets,
25 mg ang 250 mg, preduced bicod leveis similar 10 mcse zcrievec
with the corresponding doses of amoxiciilin oral suspers.cns.
Detectacte serum leveis are observeg up 10 8 hours arer an oraiiy
administered dose of amoxicitlin. Following 3 1 grar zcse ang
utifizing a soecal skin window technique 10 determine :ave's of the
antibiotic, it was noted that therapeutic ievels were founc = e inter-
stual fluia. Aogroximately 60% of an ofally admirustersc zcse of
amoxiciifin 15 excreted in the urine within 6 10 B hours

MICROBIOLOGY

Amoxii {amoxcillin} is simitar to ampiciilin in its bactermcar action
against susceptible organisms during the stage of active Turplica-
Hon. it acts through the innibition of biosyntest: el wail
mucopeptide. in vitro studies have demonstrated the s scecaodny of

most strains of the following gram-positve bacteria: aicra- and peta-
hemolytc streptococci, Diglococcus pneumoniae, NoroenCiinase-
oroducing staphylococci and Streptococcus faecalis. .- -5 3ave in
vitro against many strains of Haernophilus influenzae. Nessena gon-
orrhoeae. Escherichia coli and Proteus murabdis. Because - 20es not
resist destruction by peniaitiinase. it is not effecove aganst cerucli-
nase-oroducing bacteria, particularty resistant stapnviococa. All
strains of Pseudomonas and most strains of Klecsiena ana
Enterobacter afe resistant.

DISK SUSCEPTIBILITY TESTS: Quanttative methoas wat require
measurement of zone diameters give the most precise estmates of
3Nubious sLscactitlity. Cne such procedure® has been reccmmenc-
ed for use witn disks for lesting susceptibiity 10 ams.c:.in-class
antipiotics. 'nierpretations cofrelate diameters Of the Gisk o5t with
MIC vaiues for amoxiclin. With this procedure, a repor: From the
laboratory of “susceptible” indicates that the infecting crgarusm is
‘ikeiy to respond to therapy. A report of “resistant™ indic2:es nat the
infecting organism is not likely 10 respond to theraoy. A “apon of
“intermediate susceptibiiity” suggests that the organism ~ouid be
susceptible if high dosage is used, or if the infection s ccnfined to
tissues and fluids (e.q., urine). in which high anupionic ‘evels are
3rtained.

*Sauer, A, W, Kirby, W. M. M., Sherris, J. C.. ana Turex, M.
Antbionc Testing by a Standardized Single Disc Mewmoc. Am. J.
iin. Pathol. 45:493, 1966. Standardized Disc Suscectpiiity Test,
Federal Register 37:20527-29, 1972.
Susceoubility testing for Helicobacter pylor:
'n vitro susceotbility testing methods ang diagnostic LSS cur-
rently avaladle for determining minimum innibitory cor enrations
IMIC's) ana zone sizes have not been standardizec. .argateq or
approved “or 1asting H. pylori microorganisms.

rea ablet

“sututed

r2Const-

saverty from mild to lite-threatening. Theretore, it is important
to ider this di is in pati who present with diarrhea
1o the administration of antib. ial agents.
aiment with antibacteral agents aiters e rormai fiora of the
colort and may permit cvergrowth of clostrdia. Stuctes inaicate that
3 toxin produced by Ciostricium difficie S 2 crimarv cause of
“antibiotic-associated conus.”
After e diagnosis of Aseucomembrancus colius nas deen estap-
ished, therapeutuc measures shouid be nitatec. Mild cases of
pseudomembranous colitis usuaily respona o 3 Qiscontnuation
lone. \n moderate to severe cases, consigeraton snouid be given 1o
management with fluids ang esectrolytes, protein supplementation
3nd treatment with an anubacterai arug chinicaily 2ffective agains:
. difficiie coiivs.
USAGE i PREGNANCY
3afety for use in oregnancy has nct been estaplisnea.
PRECAUTIONS .
As with any potent Crug, pertogic assessrhent of renal, nepauc ang
nematopoietic function shouid be made aunng oroiongea theraov.
The possibility of superintections with MyCcglic.or tactenal patnogens
shouid de kept in mind aunng therapy. f sucerniections cceur
:usualiv invoiving Enterobacter, Pseudomonas or Canaida), ire zrug
snould be discontinued and/or appropriate herapy 'nsututed.
ADVERSE REACTIONS
As with other penicillins, T may oe Expected inat untowarg reactions
will be essenually jimiteg 1o Sensiivity phenomena. They are more
Jdkelv 10 oceur N individuais who have orevicusiy demonstratec
hvpersensitivity 10 penicilins and in those wiih a ristory of allergy,
asthma, hav Tever or urticana. The following adverse reactions have
Seen reported as associated with the use of ceniciiiins:

Gastrointestinal: Nausea, vOomiung and diarrnea.

dypersensitivity Reactions: Ervthematous macuiopapular rasnes,
2rythema muitforme, Stevens-Johnson Syndrome. toxic eptdermal
necrolysis snd urticana nave ceen reponed. NCTE: These nyper-
sensitivity reactions may ce controlled witn antinistamines ang, ¢
78Cessary, system:ic corticosteroias. Whenever sucn reactions oceur,
Zmoxiciiin snou:d e discontinued uniess, i ine ccinton ot the ohy:
2:3N. the conaition Seng treated is life-tnreatening arg amenaole oniv
2 @2moxicillin t=erapy.

wet A mogerate rise 'n serum giutamic cxaloacetic transaminase
:5GCT) has oeen rnoted, Sut the sianificance or IS “inCing is unknowr.
Serric ang Lympnatic iysjgms: ANemia, tNroMHoCYICEena, thromaoo-
S/to0eniC puroura, osincphiiia, ieUKODEN:a 3NG aCranUICCVICSIS nave
Jeen reported cunng therapy with cenicriing.
“hese reactions are usually reversiole cn ciscentinuation of theragy
2nd are believed to be nypersensitivity pnenomena.

:”envrai_Ngrvgg_[; System: Reversibie hyoperacuvity, 2gitanon, anxiety,
NSOMAI3. CONTUSION. denavioral changes ana/or cizziness have ceen
feported rareiy.

Zombination tneraoy with canthcomycin and iansccrazole
in clinicai tniais USINg comoination therapy with amoxicillin ols clar-
[Ihremvein anc iansoprazoie. ana amoxiciifin plus ‘ansoprazole, no
2dverse ieactons ceculiar o these drug comoinations were
J0sérved. Adverse reactons :nat have occurred nave been limred
0 hose that nad deen creviousiv reporteq with amonxiciltin, clar-
hromvein or iansoprazote.
Triple theraoy: amoxicilin/ctarithromycin/ lansoprazole
Tne most frequently feponed adverse events ‘or patients wne
recewved Iriple nerapy were diarrhea (7%}, neadacne (6%) and tasie
oerversion {5%). No treatment-emergent adverse events were ogc-
served at significantiv higher rates with tripie therapy than with any
3ual therapy regimen. .
Oual therapy: amoxiciiliryiansoprazote
The most ‘reauentiy reported adverse 2vents ‘or patients who
‘eceved amox.ciitin 1.i.d. plus lansoprazoie ti.d. zual therapy ‘were
Jiarrnea (8% ana headache (7%). No treatment-emergent adverse
events were coserved at significantly higher rates with amoxicillin
1.1.0. olus ianscorazoie tid. dual therapy ihan ~Ith lansoprazole
alone.
=or more information on adverse reactions with c:antnromycin or lan-
soprazole. refer o tnew package inserts, ACVERSE IEACTIONS.
DOSAGE AND ADMINISTRATION
Inrections of ne ear ngse ang throat due 10 strectococci, pneumo-
£0CCt. nonpenicilinase-oroaucing staphviococe ang . influenzae;
infections of e genitourirary 1ract due to £ cox Proteus mirabiiis
and Streprococcus faecsss,
Intections of (ne skin ang soft-issues aue to strentococa. suscecubie
stapnylococci ana E. coir
USUAL DCSAGE:
Aduits: 250 mg every 8 hours.
Children: 20 mg/kg/day in aivideo doses every 8 nours.
Chilcren weighing 20 kg or more shouc te cosea according to
the aduit ‘ecommendations.
‘0 severe ‘nfections or those caused by less susceptible orga-
nisms:
500 mg every 8 hours for adults and 40 mg/kgrday in divided
doses every 8 hours for children may be neeged.
infections of the iower respiratory 1ract due to streptococci, pneurmno-
coca. nongeniciitinase-producing staphylococei and &, influenzae:
USUAL DOSAGE:
Aauits; 500 mg every 8 hours.
Chitdren: 40 mg/kg/day in divided doses every B hours.
Chilgren wveighing 20 kg or more shouid be Coseq according 10
Ne acuil reccmmendations.

i T R e L U S S




BNUDIOUCS. interpretations correiate c:ameters ct the Qisk test wWiin
MIC vaiues for amoxicillin. With this orocedure, a report from tne
‘aboratory of “susceptible” indicates tat the infecting organism s
likery 10 respond w0 therapy. A report of “resistant” indicates that ne
nTectng organism is not likely 10 resoond 1o therapy. A report =f
“intermediate susceptibility” suggests that the organism wouid be
susceotible if hign dosage is used, or if the infection is confinea
ussues and fluios (e.g.. urine). in which high anubiotic leveis zre
atrained.
*Bauer. AW, Kirby, W. M. M. Sherris, . C. and Turck, 4.
Antibiotc Testing by a Standaraizea Single Oisc Method, Am. ..
Ciin. Patnoi. 45:493, 1966. Standardized Disc Suscentibility Tast,
Federal Register 37:20527-29, 1972.
Suscepubility testing for Helicobacter oviori:
7 wiro susceotdiity testing methods and diagnostic oroducts <.
rentlv availacie for determining minimum inhibitory concentrat
{MIC'3) anc zone sizes have not been standardized, validatec -
3ocroved for testing H. pylori microorganisms.
Cutture anc susceplibility testing shouic ce obrainea In patients wne
‘&l triole tneraoy. If clarithromycin resistance s found, a ncr—.zr-
thremycim-<sntaning regimen shouid oe used.
INDICATIONS 3
Amoxi {amox.cuin) is ingicaled in the freatmen: of nfecuons cue -2
susceptidie srans of the following:
H. mnfiuenzae. C. con. 2 mirabriis 210G

Sram-n2c3ivi 0
N. gonorino2ae.

Sram-posiive rganisms-SUeniccoct inCluaing Streplecoc-
cus fgecains.. D. pneumonide 3ng noncencilinase-0rody ng
STAPNYICCOCEE.

Therapy mav oe ‘nsituted oror 1o ObainINg results fom bactericiogr
cai and susceotbility studies 1o deterrune the causauve 0rgan:sms
NG ey sLST2CUBiktY 10 amoxicitin.

incicated surgicai crocedures shouid be oerformec.

_Dviort gradication 1o reduce the risk of dyogenal yicer recyrrer e
Trivle theracy: Amoxil/clarithromycinjlansoprazoie

Arnoxil, in compination with clarithromycin plus tansoprazole as =5 e
herapy, 15 inaicated for the treatment of patients with H. pyrorr int
uon and duocenal uicer disease (active or one-year history of a ¢
aenai uicer| 10 eradicate H. pyleri. Eradication of H. pyiori has

shown to reauce tne risk of duodenal wicer recurrence. (See
CAL STUDIES and DOSAGE AND ADMINISTRATION )

Dual theraoy: Amoxi/lansoprazote
Amoxil, in combination with lansoprazoie delayed-release capsu:es
3s gual therapy. s indicated for the reatment of patients wiim ~.
pylfort infection and duodenai uicer disease (acve or one-vear nisic-
7y of a duocenal uicer) who are either ailergic or intoierant to clar-
thromycin or in whom resistance to clarithromyein is known or
suspected. See the clarithromycin nackage insert, MICROBIC _2-
GY.} Zradicauon of H. pylori has been snown 0 reduce the risk 57
auogenai uicar recurrence. iSee CUINICAL STUDIES ana DOSACE
AND ADMINISTRATION.}
CONTRAINDICATIONS
A rustory of allergic reaction to anv of the pentcuiins I1s a contraindi-
zation.
WARNINGS

ZRI0OUS ~ND CCCASIONALLY FATAL HYPERSENSITIVITY :ara-
onviactich REACTIONS HAVE BEEN AEPORTED IN PATIENTS CN
PENICILLIN THERAPY. THESE REACTIONS ARE MORE LIKELY 70
OCCUR IN INDIVIDUALS WITH A HISTORY: OF PENICILLIN HYPES
ISITIVITY AND/OR A HISTORY OF 3ENSITIVITY TO MULT:
ERGENS. 3EFORE INITIATING THERAPY WITH AMOXIL, CA
TUL iNQUIRY SHOULD BE MADE CONCERNING PREVIOUS —v
PEASENSITIVITY REACTIONS TO PENICILLINS, CEPHALOSPORIN
2R OTHER ALLERGENS. {F AN ALLERGIC REACTION CCCLRS,
AMOXIL SHOULD BE DISCONTINUED AND APPRCPRIATE THERA-
2V INSTITUTED. SERIOUS ANAPHYLACTIC REACTIONS REQUIRE
IMMEDIATE EMERGENCY TREATMENT WITH ZPINEPHRINE.
OXYGEN, INTRAVENOUS STERQIDS AND AIRWAY MANAGE-
MENT, !NCLUDING INTUBATION, SHOULD ALSO BE ADMINIS-
TERED AS INDICATED.
Sseudomembranous colitis has been reported with neariy ail
antit ial agents, including icillin, and may range in

7]

stapnyiococci and £. coir.
USUAL DOSAGE:
Adults: 250 mg every 8 hours.
Chg!dren: 20 mg/kg/day in aividea doses every 8 hours.
Chiidren weighing 20 kg or more shouid te cosed according 10
the aduit recommendations.
‘n severe nfections of those caused by iess susceptible orga-
nisms:
300 mg every 8 hours fcr aouits and 40 mg/kg/dav 1n diviced
Joses every 8 hours for chndren may be reeceg.
intactions of ul iwver ¢ 16 Iract due to streplococc:, pneumo-
cocc. nonoenicillinase-producing stapnviococci ana M. influenzae:
USUAL DOSAGE:
Aduits: 500 mg every 3 hours.
Chiidren: 40 mg/kg/day 1 Sviged doses every 8 hours.
Chilaren weigning 20 kg or more snouic te ccsea 2ccording 16
the aduit recommendations.

Sengorn o UNCOMi g anogenntai ana uretnrai infections
w2 10 N. gonormoeae {males znd iemales):
JSUAL DOSAGE:

Adults: 3 grams as & singte oral Gose.
Prepupertal chiidren: 50 mg/kg amoxiciin comoined with 25
mg/kg probenecid as a singie dose.
NOTE: SINCE PROBENECID 1S CONTRAINDICATED IN
CHILDREN UNDER 2 YEARS, THIS REGIMEN SHOULD
NOT BE USED IN THESE CASES.
Cases of gonorrhea with a suspected lesion of sypnilis should have
dark-fieid examinations before recewing amoxicihn, ana montniy
seroiogical tests for a minimum of 4 months.
H. zylori eradicati I( ine risk of n.
Triple tnerapy: Amoxil/clarithromycin/lansoprazole
The recommended adult orai cose is ! gram Amoxil {amoxicillin).
500 mgq clarithromycin and 30 mg lansoprazole, il given twice daity
{@12h for 14 days. (See INDICATIONS AND USAGE.
Dual therapy: Amoxil/lansoprazoie
The recommended aduit oral acse is 1 gram Amoxd ang 20 ma lan-
socrazoie, each given three umes daiy (q8hi for 12 cays. See INDI-
CATIONS AND USAGE )
ease refer to clarithromycin ang iansoprazcte “uir orescroing infor-
maucn for CONTRAINDICATIONS ang WARNINGS. and for informa-
tion regarding dosing in elderiv and renailv impaired catients.
Larger coses may be required fcr siubborn of severe infections.
Tre cilgren's dosage is intencea for indiviauals wnose weignt will not
cause a cosage 10 be caiculatea greater than inat recommended for
aauits. *
T snould be recognized that (0 tne treatment of chromic urinary tract
infecuons, frequent bactenoicgical and ciinical 2opraisais are neces-
sarv. Smaller doses than those recommended acove snotid not e
useq. tven higher doses may de needed at times. in stubborn
infections, therapy may be requirea for several weeks. it may te
necessary 1o continue clinical angj/or baciericiogical foilow-up for
severai months after cessanon of therapy. Sxcept for gonarrhea,
Treatment should be continued for a minimum of 48 to 72 hours
bevond the ume that the patient becomes asymotomarc or evidence
of pacterial eradication has been obtained. 1t is recommenced that
there be at least 10 days' weatment for any infection caused oy
hemoiytic SIreptococet 1o prevent the occurrence of acute rheumatic
‘fever or glomeruionephrits.
DOSAGE AND ADMINISTRATION OF PEDIATRIC DROPS
Usual dosage for Al indications 2xcept mfectons of e lower
fesoiratory tract:
naer § kg (13 ibs): 0.75 mL every 8 hours.
310 7kg {13 t0 15 {bs): 1.0 mL every 8 hours.
3 xg (16 10 1B Ibs): 1.25 mL avery B nours
infections ot tne fower resowaicry ract:
iJnaer 6 kg (12 ibsi: .25 mL every 2 hours.
510 7 kg {13 to 15 ibs): 1.75 miL everv 8 hours.
3xg {16 10 18 Ibsj: 2.25 mi 2very 5 nours.
Chidren weighing more than 3 «g 18 ios) snould receive the
aoprooriate dose of the Orai Suspension 125 m3g cr 239 mg/5 mi.

fconunued on otrer siaei




(continued from other side)

After reconstitution, the required amount of suspension should' be
piacea arectly on the cniid’s tongue for swallowing. Aiternate means
of soministration are to aad the fequired amount of suspension 10
formua. milk, fruit juice, w~ater, ginger aie of cold drinks. These
precerations should ren Se 1aken immediately. To. be certain the
chiia is raceiving full dosage, such preparations should be consumed
in enurety.

DIRECTIONS FOR MIXING ORAL SUSPENSION

Prepare suspension at ume of dispensing as follows: Tap bottle untit all
powcear flows freely. Add approximately '/, of the total amount of
water for reconstitution {s2e table below] and shake vigorously to wet
powaer. Add remainder of the water and again shake vigorously.

125 mg/5 mb
Amount of Water
Bonle Size Requi it
80 mbL 82 mL
100 mbL 78 mL
150 mL 16 mi
Eacn teaspoonful (5 mLi will contain 125 mg amoxicillin
125 mg unit dose 5mbL
250 mg/5 mL
80 mi 59 mL
100 mi 74 mL
150 mL 111 mL
Eacn teaspoonful (5 mL} will contain 250 mg amoxiciilin.
250 mg unit gose SmiL

DIRECTIONS FOR MIXING PEDIATRIC DROPS

Prepare pediatic drops at time of aispensing as follows: Add ihe
reauired amount of water (see table beiow) to the bottie and shake
vigorousiy. Each mi of suspension will then contain amoxiciiiin
wnyorate equivalent to 50 mg amonxicillin.

Amount of Water

Bottle Size Required for Reconstitution
15 mL 12 mL
30mL 23 mbL

NOTE: SHAKE BOTH ORAL SUSPENSION AND PEDIATRIC DROPS
WELL BEFORE USING. Keep botte tightly closed. Any unused poruon
of :ne reconstituled suspension must be discarged after
14 cays. Refrigeration preferavie, out not required.

HOW SUPPLIED
Amonxil lamoxicillin) Capsubes. Each capsule contains 250 mg of 500
ma amoxicillin as the trinydrate.

250 mg Capsule
NDC 0029-6006-30 ... bottles of 100
NCC 0029-6006-32 ... bottles of 500
500 mg Capsule
NDC 0028-6007-30 ...ooourieeiiaieiemsmrre et anensens bottles of 100
NOC 0029-6007-32 ..bottles of 500

Amonxil {amoxicillini Chewable Tablets. Each cherry-banana-pepper-
mint-flavored tablet contains 125 mg or 250 mg amoxicillin as ihe
nnvdrate.

125 mg Tablet
NDC 0029-6004-39 ... ...bottles of 60
250 mg Tablet
NCC 0029-6005-13 ... bottles of 30
NCC 0029-6005-30 botiles of 100
Amonxil (amoxicillin) for Oral Suspension.
125 mg/5 mL
NCC 0029-6008-21 ... - 80 mL botte
NDC 0029600823 . v onee e e 100 mL bortle
NDC 0029-6008-22 . _.150 mL bottle
250 mg/S miL
NDC 0029-6009-21 .. ...80 Mt bortte
NDC 0029-6009-23 .. 100 mL dotue
NOC 0029-6008-22 . 150 mi botte

Zach § mL of reconstituted strawberry-flavored suspension contains
125 mg amoxicilin as the trihydrate.

Each 5 mL of reconstituted bubblegum-flavored suspension contains
250 mg amoxicillin as the mhyarate.

NDC 0029-6008-18 .. 125 mg unit gose botte
NDC 0029-6009-18 .. ...250 mg unit dose bottie
Amonxil (amoxiciliin) Pedistric Drops for Oral Suspension. Each mL
of bubble-gum-flavored reconstituted suspension conains 50 mg
amoxicillin as the wnnyarate.

NDC 0028-6035-20 ... .
NDC 0029-6038-39 ...ooveremrceeninieoes

.15 mL dotte
.30 mi botte

CLINICAL STUDIES
H. pylori eradication 10 reduce the (isk of duodenal ylcer recurence

Randomized, double-blina clinical studies performed in the US. in
patients with H. pylorf and duodenal ulcer gisease (defined as an

active ulcer or nistory of an ulcer within one-year) evaluated the effi-

cacy of lansoprazole in combination with’ amoxicillin capsules and
clarithromycin tablets as tripie 14-day therapy. of in combination with
amoxicillin capsules as duai 14-day therapy, for the gradication of H.
pylori. Based on the results of these studies, the safety and efficacy
of two different eradication regimens were established:

Triple therapy: amoxiciliin 1 gram b.i.d Jclarithromycin 500 mg b.i.d/
iansoprazole 30 mg b.i.d.

Dual therapy: amoxicillin 1 gram t.i.d Aansoprazole 30 mg t.id.

Al treatments were for 14 cays. H. pylor eradication was defined as
w0 negative tests (culture and histology) at 4 1o 6 weeks following
the end of treatment.

Triple therapy was shown to be more effective than ail possible dual
therapy combinations. Dual therapy was shown to be more effective
than both monotherapies. Eradication of H. pylori has been shown
10 reduce the risk of duodenat ulcer recurrence.

H. pylori Eradication Rates - Triple Therapy (amonxicillin/
clarithromycin/lansoprazole) Percent of Patients Cured
[95% Confid |Number of Patients)

Intervall [
|

["Sway ) l

Tripie Therapy
intent-to-Treat Anatysis*®

Triple Therapy
Evaluable Analysis’

sl

ogy and/or culture. Pauents were mcluded In the analysis it they
completed ine study. Additionally, if patients dropped out of the
study due 10 an adverse event related to the study dsug, they were
included in tne analysis as failures af therapy.

: Patients were included in the analysis if they had documented H.
pylori infecton at baseline as defined above and had a confirmea
duodenal uicer (active of within one year). All dropouts were inctud-
ed as fauures of therapy.

$ (p<0.05) versus lansoprazoie alone.

1 {p<0.05} versus t1ansoprazole atone or amaxicillin alone.
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amoxicillin as the nhyarate.
NDC 0029-6035-20 ...
NDC 0029-6038-39 ...

CLINICAL STUDIES
71 100

Randomized, doubie-o clinical studies performed n the U.S. in
pavents with H. pyior and duodenal uicer disease (defined as an
active uicer or history o7 an ulcer within one year) evaluated the effi-
cacy of lansoprazole :n scmbination with amoscillin capsules ano
clanthromycin tabiets as riple 14-day therapy, or in combination with
amoxicillin capsuies as cuai 14-day therapy, for the eradication pf H.
pylori. Based on the resu:ts of these studies, the safety and efficacy
of two different eracicaton regimens were established:
Tripie therapy: amoxiciin 1 gram b.i.d./clarithromycin 500 mg b.i.qa./
lansoprazole 30 mg o.:.a.
Duat therapy: amoxiciiin 1 gram t.i.d/iansoprazole 30 mg t.i.d.
All treatments were for "4 days. H. pylori eradication was defined as
two negative tests (cuiture and histology) at 4 to 6 weeks following
the end of treatment.
Triple therapy was sncwn to be more effective than all possible quai
therapy combinations. Zuai therapy was shown 1o be more eifective
than both monotheracies. Eradication of H. pylon has ceen shown
to reduce the risk of cuooenal uicer recurrence.
H. pylori Eradication Rates - Triple Therapy {amonxicillin/
clarithromycin/lansoprazole) Percent of Patients Cured
[95% Confid, Interval} (Number of Pati

Tricie Therapy Triple Theraoy |
Stuay Evaiuaoie Analysis' Intent-to-Treat Analysis® !
Study 1 2% *
{€0.0-97.7] 173.3-93.5]
n=48) =355}
Stuay 2 36" ’
78.7-93.6) {72.0-90.8]
n=66) (n=70) ]

' Based on evaluabie catents with confirmed duodenal uicer {active
or within one year) ana A. pyiori infecton at baseline defined as at
least two of three cositve endoscopic tests from CLOtest® (Deita
West Ltd., Bentiev, ~ustralia), histology andfor cuiture. Patients
were included in tne analysis if they completed the study. Adci-
tionally, if patients creoped out of the study due 10 an adverse
event related to the siudy drug, they were inciuded in the anaiysis
as faiiures of therapy.

* Patients were incluceq in the analysis if they had documentec
H. pylori infection at caseiine as defined above and had 3 confirmea
duodenal ulcer (active cr within one year). Al dropouts were inclug-
ed as failures of theraov.

¥ (p<0.05) versus lanscarazole/amonxicillin and lansoprazole/clarithro-
mycin dual therapy.

"{p<0.05) versus clantrromycinfamoniciflin dual therapy.

H. pylori Eradication Rates - Dual Therapy
{amoxicillin/lansoprazole) Percent of Patients Cured
[95% Confidence Interval] (Number of Patients)

Dual Therapy Dual Therapy 7
Study Evaiuaole Anaiysis® Intent-to-Treat Analysis®
Stuay 1 778 70¢
62.587.2] (56.8-81.2)
-n=31} (n=560)
Stugy 2 364 614
[31.9-77.5] [48.5-72.9 i
‘n=58) (n=67) i

' Based on evaluable patients with confirmed duodenai uicer (active
or within one year) ana H. pylori infection at baseiine defined as at
least two of three sositve endoscopic 1ests from CLOtest®, histo-




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: NDA 50-542/S-005,010,011

MEDICAL REVIEW(S)




NDA 50-542/5-011 1

Medical Review of Supplement

NDA 50-542/S-011 OCI 28 1997

Date Submission Received: October 6, 1997

- Applicant: SmithKline Beecham Pharmaceuticals

Drug Name: Amoxil® (amoxicillin) capsules, poWder for oral suspension and chewable tablets
Category: B-Lactam

Date Review Started: October 15, 1997

.

Date Review Completed: October 20, 1997 .

Reviewer Note: The sponsor submitted this application as a “Special Supplement-Changes
Being Effected.” However, on October 7, 1 997, the Division of Anti-Infective Drug Products
responded in letter by stating, “Changes of the kind that you have proposed, in our opinion, are
not the kind of changes permitted by regulation fo be put into effect prior to approval of a
supplement. An Approved supplement is required for the Pproposed changes; therefore, the
supplement is being reviewed under 21 CFR 314. 70(b).”

Purpose of Supplement:

The sponsor has submitted a labeling supplement to revise the labeling of Amoxil in accord with the
approved labeling of PREVACID® (lansoprazole) Delayed-Release Capsules. The supplement adds
a new therapeutic regimen to the Amoxil label and provides for the use of amoxicillin in .
combination with PREVACID (with or without clarithromycin) in patients with duodenal ulcer
disease (defined as an active ulcer or history of an ulcer within one year) to eradicate Helicobacter

pylori and reduce the risk of duodenal ulcer recurrence.
Material Submitted:

L. Letter of Authorization from Tap Pharmaceuticals Inc. allowing FDA to make reference to
data contained in NDA 20-406 approved on June 17, 1997, in support of the labeling *
supplement

2. Draft labeling of the Amoxil package insert

Comments: The applicant has added the following approved language from the PREVACID label
to the Amoxil labeling:

In the Microbiology section, the following has been added:

“Susceptibility testing for Helicobacter pylori:




NDA 50-542/5-011

patients who fail triple therapy. If clarithromycin resistance is found, a non—claﬁth:omycin-oontaining
regimen should be used.” . e

Reviewer Comment: The entire heading for the Pparagraph beginning with “Susceptibility festing for... ”
should be italicized as it is in the PREVACID labeling. Also, the word “minimal” should be changed to
“minimum. ” :

. In the INDICATIONS section, the following has been added:




NDA 50-542/5-011

Reviewer Comment: The headings for each of the above Pparagraphs should not be italicized.

" In the DOSAGE AND ADMINISTRATION section, the following has been added:




Redacted ‘ I

'Péges of trade
secret and/or
confidential

commercial

information
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Reviewer Comment: These changes are acceptable.

%
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Recommendationé

- This supplemental application should be approved provided the changes recommended abow_/qare made by

the sponsor.
sl
Luigi S. Girardi, M.D.
‘cc: Original NDA
HFD-520 files : , . -
HFD-590 files T

HFD-520/PM/STrostle :
HFD-520/TL/MAlbuern 1¢/22 /7
HFD-520/MO/LGirardigw/22/47
HFD-590/MO/RHopkins
HFD-590/Micro/LUtmp
HFD-520/CPMS/JBona
HFD-590/Div.Dir./MGoldberger
HFD-SZO/Act.Div.DierChilmnu/ﬂ
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